Heredopathia atactica polyneuritiformis (HAP), Refsum's disease, is a rare autosomal recessive disorder characterized by retinitis pigmentosa, ataxia, and polyneuropathy'. Additional features include anosmia, deafness, pupillary abnormalities, cataracts, ichthyosis, cardiac arrhythmias and a markedly raised plasma phytanic acid level at the time of diagnosis-.
Diagnosis is usually made between the second and fourth decades, although some of the features are recognized, in retrospect, as having been present for many years. Early diagnosis is desirable because treatment is available. Screening of patients with retinitis pigmentosa, by measuring plasma phytanic acid, has been suggested particularly if anosmia or ataxia are reported", As HAP is a genetic disorder, siblings should also be screened: we report a family in whom 4 out of 6 siblings were affected.
Case report
In the P family there are 6 children, 5 brothers and one sister. The parents are not consanguineous, and there has been no previous family history of retinitis pigmentosa.
The index case, Ri, is now aged 26. Retinitis pigmentosa was diagnosed at 18. He developed foot drop, aged 25 years, which was investigated at another hospital and, following nerve biopsy, a diagnosis of HAP was made. In retrospect he subsequently gave a history of a poor sense of smell and having been poor at sport. At the age of 24 he had an undiagnosed episode of parasthesia in his hands and became aware of difficulty hearing conversations over background noise.
Ri was referred to Westminster Hospital for advice on management and treatment. Before dietary treatment his plasma phytanic acid level was 28 mg/loo ml. After 6 months on the routine low phytanic acid diet 2 his clinical condition had improved considerably and he had lost his foot drop: his plasma phytanic acid level had fallen to 9 mg/lOOml (normal value: less than 1 mg/lOOml), Three of his brothers were known to have retinitis pigmentosa and therefore the whole family was screened for HAP.
Ro, now aged 3D, was diagnosed as having retinitis pigmentosa aged 28. On direct questioning, a longstanding history of poor sense of smell and 'clumsiness' was obtained. Examination revealed anosmia, retinitis pigmentosa and mild ataxia on heel-toe walking. A phytanie acid level of31 mg/lOO ml confirmed the diagnosis ofHAP. On a low phytanic acid diet the plasma phytanic acid fell to 12.8 mg/lOOml.
B, now aged 27, was diagnosed as having retinitis pigmentosa at the age of 19 years. Like his brother Ro, he also reported life-long anosmia and 'unsteadiness on his feet'. His initial plasma phytanic acid level was 35 mg/lOOml and on dietary treatment it fell to 15.5 mg/lOO ml. N, now aged 22, was diagnosed as having retinitis pigmentosa at the age of 14 years. He reported always having had a poor sense of smell and a poor sense of balance. His plasma phytanic acid level was 64 mg/lOO ml, which on treatment fell to 6.7 mg/lOOml.
A fifth brother, and the only sister were also seen. They had no symptoms, examination was normal and plasma phytanic acid levels were normal.
Discussion
After HAP had been diagnosed in the index case, we screened the other members of the family. On the basis of raised plasma phytanic acid levels", 3 new cases of HAP were identified. All three new cases had retinitis pigmentosa, as did the index case, but none was troubled by any other neurological problems. Only direct questioning elicited the long history of anosmia and ataxia in each case.
Early diagnosis of HAP is important because treatment is available. Lowering plasma phytanic acid levels by the long-term adherence to special diets and occasionally by plasma exchange will prevent the development of neuropathy, ataxia, cardiac arrhythmias, and Ichthyosis''. Less certain is whether the progression of retinitis pigmentosa, anosmia, or deafness can be prevented, although one case ofpreservation of vision over a 15 year period has been reported'; In another case, hearing was maintained with dietary treatment over 15 years 6 • Screening for HAP has previously been suggested in patients attending retinitis pigmentosa clinics, particularly if symptoms of anosmia or ataxia are reported", In retrospect, all 4 brothers could have reported such symptoms at the time of diagnosis of retinitis pigmentosa. If these symptoms had been elicited and appropriately investigated, the correct diagnosis would have been made earlier and treatment could have been started sooner. Also the possibility of misdiagnosing the brothers as having X-linked retinitis pigmentosa, with its implications for the sister and her children, would have been avoided. If the family had had X-linked retinitis pigmentosa the chances would have been 1 in 4 that the sister's sons would have developed retinitis pigmentosa,
We would therefore like to stress the importance of considering HAP in all patients with retinitis plgmentosa, because although it is rare, treatment is available. It is taught that gummas are not the usual explanation of a cerebral lesion even when the treponemal serology in serum of CSF is known to be positive--'. We describe a case who proved an exception to this rule and who also demonstrates other instructive clinical and laboratory features of syphilis.
Case report
A 37-year-old right handed man presented with a 2 week history of non-focal grand mal convulsions associated with early morning headaches. In addition, he had had two isolated episodesofexpressivedysphasia that had lasted a few hours. There was an 8 month history of arthralgia, lack of energy and night sweats. On examination his left optic disc was modestly swollen with a normal visual acuity (N5). The right disc was normal. Physical examination which included testing pupillary reflexes and higher cerebral function was normal. Standard haematological and biochemical tests were normal as was a chest X-ray. Serum was sent for treponemal serology as a routine on admission. CT scan (see Figure 1) showed multiple low-density lesions which enhanced slightly after intravenous contrast injection, with some meningeal enhancement as well.
The differential diagnosis was thought to be granulomatous disease or lymphoma and a right frontal biopsy was performed, encountering soft, pale tissue with a firm nodule deeper. This was thought to be a tumour by both the surgeon and the histologist on frozen section. He recovered from his operation but several days later the visual acuity in his left eye deteriorated rapidly to 2/60 (distance) and worse than N48 (reading). The optic disc swelling worsened and infarcts and small haemorrhages appeared at the nerve head. Subsequently, histology of the frontal lobe showed chronic inflammatory changes with an abundance of multinucleate and plasma cells. Inflammation also extended into blood vessels and an infectious or vasculitic cause seemed likely.
At this time the results of his treponemal serology returned showing the VDRL, TPHA and FTA-ABS to be positive. The patient remembered a painless penile wart that had healed spontaneously many years before. CSF examination was then done and showed slightly raised protein at 0.8 gil, but only 10 white cells per mm" and the IgG level was not raised. A diagnosis of neurosyphilis seemed certain with both gumma formation and meningovascular changes.
The patient was treated with procaine penicillin, probenicid and steroids. His visual acuity improved modestly but the optic disc on that side remains abnormal with new vessel formation. This apart, he has made a full recovery, both clinically and radiologically.
Discussion
The nodule removed at operation was a gumma although the patient also had changes of meningovascular syphilis. Cerebral gummas still occur, can be multiple and could reasonably be included in the differential diagnosis of such scan appearances, as despite their rarity they are treatable. There are few reports of CT scan appearances of intracranial gummass'", In our patient's case (Figure 1 ) a gumma appears to be a low density mass which enhances weakly after contrast injection.
Cerebral gumma may rarely present with epilepsys, In this particular case the prognosis for the epilepsy once the patient is cured appears to be good. 
